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^ o. £ ig _ h3 cj^^o) o]l- o]-§-^ ^l^Sl ^ 33-2-3.*!, 

^-Sll^iLS. £ ig-h3 Sfe £ ig-h3^ JE^clo)] tfl^ *flS^- ^ ^ 

^ %V^1# ^-^M tiV-g- *H-*H 3£)^a]s. *H ^1 yffig~h3 ^r^€ 

^ cg$. ^ ^ £ig-h3 SEfe /?ig-h3^ sj-^-l tfi^ ^flS^- 

ofl ^ ^o]r^. ^ £ig-h3 ^ ^i^^Mr 41^ ^«r, # ^ ^> 

DfB)^ ^ ^^JH ^ ^«|^^» S7H ^^Hl ^^Kr 

-M-^oi ^a} ^ -e-g-*>7fl A>-g-^ ^ 

S. 10 
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# 



10021488 



#3 2002/11/12 



- h 3 ^^^^1 ^^^^ ^ °1# °l-§-^: ^^^^{Method for measuring 



quantity of # i g- h 3 protein and diagnosis kit using the same} 

S. i£- /? ig-h3 ^S^- ^£1 M-^-^fl^ S.^^o]51, 

I, II, III ^ IV : ^ i^l ^(domain), 

0 ^ ^ : ^7] a^o] 

A ; ySig-h3, B ; £ig-h3, C ; *R-^ £ ig-h3 

£ 2^ /?ig-h3£| IV 51*11 <?1 (domain) 3 «b^Hl ^*fl *flS^ /? ig~h3 D-IV 

A ; yffig-h3, B ; iSig-h3 D-IV(lx), C ; 0 ig-h3 D-IV(2x) , 

D ; £ig-h3 D-IV(3x), E ; ig-h3 D-IV(4x) 

;t 3^- ^-e^ /?ig-h3 ?fl2i^- ^^(electrophoresis) ^>^°]31, 

1 ; yffig"h3, 2 ; *}-^ £ ig-h3 

£ 4 fe /3ig-h3 D-IVUx, 2x, 3x, 4x) ^7] ^^3. 



1 ; £ig-h3 D-IV(lx), 



2 ; £ig-h3 D-IV(2x), 



3 ; iff ig-h3 D-IV(3x), 



4 ; ^ig-h3 D-IV(4x) 
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E. 5^ ^» -^(western blot)-£3. 0 ig-h3^ *B- 

- /Sig-h3» 3<^^Hr ^7]^^ AV^lolji, 

1 ; £ig-h3, 2 ; *}-^ £ig-h3 

£ 6^: ELISA(enzyme-l inked immunosorbent assay)^ -^N* 3^^^ 7fl^\E.°"|Jl, 

7^r «1*HM13 M-^-^ neflS^lJl, 

♦ ; 1 : 200, ■ ; 1 • 400, A ; 1 : 800, 
x ; 1 : 1600, * J 1 : 2000, • J 1 : 3200 

£ 8^- Ol^j-^o] til^ M-^"^ ^^JI, 

A ; 1:1600.2.3 ^*HM1 3L^, 
B ; 1:2000.2.3 ^sHr^n 3L^. 

♦ ; 1:1000.2.3 °1*HM1 3=H , 
■ ; 1:2000.2.3 3^, 

♦ ; 1:3000.2.3 <>l*r^-*l] 3]^ 

£ 9^r £ig-h3 ^.sfl^olui, 

♦ ; 0.5 /^g/Hi-e, ■ ; l.o #g/ntf 

5L lO^r 52*H^* £ig-h3 n>^->i £ig-h3 

^^S. A>-§-^- ^ 3<^^r nefl^olji, 

♦ ; £ig-h3 ^-E 0.5 pg/roe, ^ £ ig"h3 ^ 
1:2000, °1*HM1 1:2000, 
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■ ; £ig~h3 3-^ ¥2. 0.5 /ig/it, D" ^>-T-i ySig-h3 

1:2000, °1^>%^11 1:2000, 

^ ; nl-fi y9ig-h3 ^S- 0.5 //g/mfc, <g*r * £ig-h3 

1:2000, 1:2000, 

x; v}<f-s~ ff ig-M r^zi 3.^ ^£ 0.5 fig/ ml, ^ *«H-^ £ig-h3 U-*fl 

1:2000, °1*H}-*11 1:2000 

£ 11^- 5L*><M* ^S^- £ig~h3 D-IV(lx) ^2i^T f3 ig"h3 

D-IV(4x) fclQ^* S^&^S. A>-g-^ ^ S-^fe ^Solal, 

A^ ♦ ; £ig-h3 D-IV(lx) ia^ 0.5 us/ml, Q*} QZt 0 ig-h3 1M1 

1:2000, 1:2000, 

A^l ■ ; /?ig-h3 D-IV(4x) 3.^ ^ 0.5 jug/ntf, ^ £ ig-h3 ^1 

.1:2000, °1*HM] 1:2000, 

♦ ; £ig-h3 D-IV(lx) 3.^ ^£0.5 fig/ml, *Z 0 ig-h3 ^ 

1:2000, *1*HM1 1:2000, 

■ ; £ig-h3 D-IV(4x) 3^ ^S. 0.5 fig/ vol, % *H-i iff ig"h3 

1:2000, °1*K}-*I1 1:2000 

£ 12fe ifloJH £ ig-h3^ ^ <£tf* iL<^^r <M a> 

A^ ► ; S3 efl 41 # 41 5. (proximal tubular cell)^ 7l*H*MH^ ^ 
BSl ► ; AH- ^^(Bowman's capsule)^ 7)^^^\ ^ 
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B ^| ; 51)^ ^ ^l^Ccortical thick ascending limb cell)^ 7)^^<%X\&\ 

£ 13^ ^iu^g efl^oj ^igo^ /?ig-h3» ^J^r 4*r» Ji^fe = 

■ ; " 

□ ; iS^MaS^ICstreptozotocin)^: ¥^*H ^it^-i: -R-^tr ^ 

£ 14^ £ 13^1 -fr^ 2flS<£) i^l^ £ig-h3* ^gtr ^*r» ^ 7fl^l 

£ 15^ °}*\ ^(normal), <>H 3.717} ^ ^-f 

(Nephron underdose) , ^-(chronic rejection), ^1^-^^ ^(Recurrent GN) ^ 

A>ol§s.^5L^ ^HHCyA toxicity)^ 4^ ***H £ ig"h3 

3E 16^: ^^^AHMI^S^Cfocal segmental 

glomerulosclerosis (FSGS))°1 *fl^*H %#s:&#(plasinapheresis)*l£.* ^ **}^ 

^*H1 4^- yS ig-h3 ^^tr HHfl^olZL, 

S. 17^r -S^Sife ^(Living donor )°M 4l#(Cadaver 

donor), <>l^tr -tl^^l H.7]7> ^7l^-o] ^-*}*| ^ (Underdose) 3^ 7\ 

-»f (Rejection) 41 B ig"h3 ^r£» ^ 
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-SMI* -Ml 

<48> ^-^o. £ ig _ h3 cl-^^o) ^ o]£- ol-g-tb ^l^^M^] ^ 33^-^1 , 

^■311 ^^.S. £ ig-h3 £ig-h3^ 4^-1 i^l^^l tfltb 7flS^- ^ ^ 

^ #-§-<>fl A>-g-^H f^l /9ig-h3 3r*|*3 # 

^g*Kr ^ /9ig-h3 Si^ /8ig-h3^ ^-1 ^^^l tfltb ?flS^- ^ 

<49> y? ig-h3^r ^^ih ^115.^ 45L(human melanoma cells), 

3L(mammary ephithelial cells), ^^^^5L(keratinocytes) ^ ^ ^^-<>Hli(lung 
fibroblasts) ^ SL^Hr ^ 4£o))^ TGF-/?^ -fr^fe ^^M^J 

^^(extracellular matrix protein) 0 !*}. -#7l 1GF-0 (transforming growth factor- 

TGF-£2 ^ TGF-yff3^1 ^1] 7}x) ^SiQ, 

*R\ <?!^- 0 l3 ^Xcartilage specific macromolecule)^ -frS., 3H}-*l-rr ^ 
ccjBl 7>^1 ^-#tr 7]^-g- ^(Bennett, N.T. et al.. Am. J. Surg. 1993 

, 165, 728). °]^trTGF-£fe #i|XfliE4H ^3^3), o]±=- 

zfr€*8^S(keratinocyte)M13 °i^lml(integrin) ^-%r *r^*r7l 
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(0021488 *^ 2002/11/12 

#s*m- ^ ^ ^ 5^5^ ^£|ZL, TGF-01 mRNA^r *\ 

TGF-02 mRNAfe S^r^r H^^WSchmid, P. et al., J- Pathol., 

1993, 171. 191). *r3*r*l *7l 7l*MI rfl^t 3^*1 3£r «»>q^ TGF-07> 

<50> ^"71 * TCF-^^1 -R-^j-JL <t^^l £ ig-h3^ i^'H ^*fl 

-fr^l*]-^-, TGF-iffl^- -^i^-#(lung adenocarcinoma) -MIS^Sl A549 

^j^^oflA] cDNA eH*Le|Bj ^3.^ (differential screening) -id 1 ! & 

5a^, *)B}iZr ^ 2 «tH 20 Ufl ^7>» Jiolfe- S-SL^ft 

4(Stonier, J, et al . , DNA cell Biol. , 1992, 11, 511). DNA >1«*4W *I*H 0 
ig-h3 ^r^^^r 6>wl2t *|<i(amino-terminal secretory sequence)^ £ 7>*| 

o]BflZL^<H] tfl^t a^E. ^tUigand recognition)^ 7}^*}: 7>^4 A 1 ^ 
(carboxy-terminal) Arg-Gly-Asp(RGD) 7>*1 Xl*** IS 7^sqfc 6837fl^ o>p] 

<5i> £ig-h3^r RGD ^ 47fl^ xfl^- ^ 
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S-nflSK internal repeated domain)^ i^Hr^l , °l*-€r 3L-fHr, ^>fl(sea 
urchin), 5.2- ^ 4^ X*H*Hr <^ *3 £ y l Hit ^ ^ 

4- A^S-^i -#71 Ji^3 i^-gj-fe 3%€\SL^ 

^(periostin), I (fasciclin I), <M HLC-2, <£^-CAM( algal -CAM) ^ 

ols^-ell&l-g- MPB70(mycobacterium MPB70) -f-°l ilHel 1 ^-. (Kawamoto, T. et al . , ., 
1998, 1395, 288). iL€r3 tf^fe *M 5=*llSl(°l*r M ^ 

i-Kfas-DS-^SMer ^"t)^r HO 1407fl-e1 2e/&2_S. ^ 107fl^ 

0 }p}yA}og *fl^ iL^3<>l ¥ 7fl^ 7>xl (HI ^ H2)» X^V^L SM. #>1 # 

^ y9i g -h3, 5flejj$.iH ^ I ^ 47fl^ sJ-^-i i^l^* 7>^H, 

HLC-2^ 27fl, MPB70£r ^ *t 7fl3 ^-l SL^-i- 7>^J1 5M. ^7) ^r^^l-sl $ 
#1^ 7l^^l ^^1-711 H-^^l ^ ^H^l^, °1# ^ -MIS ^ **Kcell 

adhesion molecule)^ Afli ^(attachments ^ (detachment)^: ^7fl^ #°-S. 

o^4. ccfl* s-^, £ig-h3, n^SL^ ^. s^lSf! 1^ ^-H-oHlS, 

(Vovolx)^l wfl (embryos)^ €r7fl£Rr 4^ ^r^l ^-^^^-(LeBaron, R. G. , et 
al., /. Invest. Dermatol., 104, 844, 1995; Horiuchi , K. et al . , J. Bone Miner. 
Res., 1999, 14, 1239; Huber, 0. et al., ., 1994, 13, 4212). 

<52> £ ig -h3 ^€£r ^4 ^K>* #^Al7lfe tb€ 

^yfl^HlA-1 A549, HeLa ^ WI-38 Afla^l ^-*M: ^1. 8 ig-h3^r 
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#sq w$ ^ #^ *W*Rr 4*13 sim, -Ms. *KH^ 

si ^5L(Chinase hamster ovary cells) 0 *! £ ig-h3 ^^1^* trans feet ion) 

»]5 ( 599,788JL * ^5,714,588^1 7tW£M &t}. SE^r, W>sji Jl^^I *l-fr# 
-fi-Slt!: #3 /Sig-h3^r 3^*1 3 -2^-*? Afl£, ^1 ^-fr<>Ml3E7> 

eH, £ ig-h3^ o^&| TGF-/3ofl ^ ZLS.3. -R-S-Slfe- 45. ^ Sr^rS.*! Afl 

5. ^#(cell growth), M]S. ^-sKcell different ion) , *]-fr(wound healing), M 

^(morphogenesis) ^ J*3. ^MKcell adhesion)^ 9X 6 ] ^ ^tr 

<53> ^-7]^ ^o] £ ig-h3^ S]^^ 7>^1 7}tfl5)^ fl 6 l^l£ A S 

*Vfe ^IM 7fl^-S|5a^-M-, *L*I4I# ^SLtHH 0ig"h3» ^S^^r 

*>7l <*)^4. ^^H ^7>1;^ tfl^-i- ^S. *H iffig"h3 ^ 
n ^ J£*f]£-§- 7fl2^§- ^ t^^l?l^ *<M1 *<Hi^r %^*>^1, 7fl 

^12000-2566431). 
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<54> Afl5. ^ £ig-h3^ ^ ^ 

(dermal fibroblasts)^*! ^^S, ^ ^^^HlS. (chondrocytes), ^ ^-Pr^Hl 

^(peritoneal fibroblasts) ^ MRC5 ^^HlS ^HJE. 

/5 ig-h3^ *fl3L ^ %^^r ^7Hm 0 ig~h3^ ?> = ^-^°ll €r*fl«rfe RGD 3.^ = 
6)1 oi^fl t.||7l)s)^ ^ RGD SH1S7> <£^<>Hli^ ^^l^^l € 

£.*}*1 ^V^^-lM S^HKcarboxyl-terminus processing)^ Sjisfl RGD 

£7} ^tb.^iM ^ig-h3^1 M)S. ^^lim ^ Sa-S"°l ^Sj^i RGD 2- 

B|=7> £ig-h3£) 45. ^ ^7fl^cil ^^7>^tr -°udb7} o>iJol 

^KIsIaW. Str, ^€-^1 ^t^HH )Sig-h3^ SjEflml fflySM: ^ ^-Pr^Hl 

i^l £-th°f ^7} a] tilTg ^i g -h32l RGD S-Hl^^ ^i g -h3-^7fl^ -gr^Hl 

y9ig-h37l- ^H^-S ^iBllml ffl^is)- ^-g-^H -Pr^ ^^i- 

^ St^xr It^tKOhno, S. , et al . , Biochim. Biophys. Acta, 1999, 
1451, 196). Stir, 0 ig"h3 ifl J±€^ HI g H2 *8bM:E. ^a} £ ig-h3-xM-8 M]S. *f 
zj-ofl Jl^oi pi^^i ^Jol 35-61^^. ol&l^ >8ig-h3^ Afla 

*H§* ^tb ^-M*! ^Mic^^l HI ^ H2 °r\l ^ ^aH%# 

£ ig-h.3^ «>^- 4^-1 6>Me)- i=t€- ^r^^lr^ 4^-1 S.^^*^^ 

#^-§- &q ^ <*a] HI ^ H2 ol^HS <^&| 711^1 "fl^- J±^3<?1 

<55> nH^M, ^ ^r^^l-s.^. A115E. ^ ^ ig-z}- %Ajofl sj-c^^ jg.^ SElS# H-^l 

31 on- SL^Hr ^bM^I- >flS*|-J17> o^t* ^4, >0a ^ ^7>S.A-1 oj-^^i £ 
ig-h3^1 *fl 2 ^ 4 °l-§-3H 71^-3 Afli ^-8-^S.A-l o-3/Sl ^ 
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1fr*H 41 ^ ^ *fl7fl^ ^Bj-o]c nkdil *2 EPDIM ^ ^ -fK£*ll» 

XlS^JL, ^ig-h3^ 2 g *fl 4 3E^1<?1 ifl H2 e*H 3WKr ^ 7fl^ ^> 

o>n] v^^V^l s. e a]- ( aspar t i c acid, Asp) ^ <>] ^-f^] 41 (i so leucine, Ile)°l 

^(tflt!- 1 ?!^ >112000-25665J1) . 

<56> ^g, XI^V*] £ ig-h3^ <>1*H1 Sfl°H£| &<&3%4\ ^Hfe £ig-h3 

7} H^ZHSLS, tf^- ^^34 atHf- JtiJL^ ^ ^1 B ig-h3 

33 *M4M £ig-h3 ^ ^*>^ ^^sf <g^^ ^ 7> 

<57> ^^>#^r /3 ig-h3 JE^b £ ig~h3^ 4^^fl 4^-1 S. T fl < ?l-i: 7fl <£7J 

«H 7112:^ ^^-ir iSig-h3 ^a]^ X^«^3. A>-g-SHr £ ig-h3^ ^^=^ 
^ oil- ol-g-^O^ ^ig-h3» ^*Hr 7fl^>JL ^"71 °l-§-*>^ 
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<58> £ s.^^. £ ig -h3 #^ S=*r £ ig~h3^ Sfi-l £Lnil<?H tfltb # 

^ig-h3 #«m^ ^ #71 ^^^-1: °l-§-tb *l#^i=» *1^ 

<59> #7] S.^^- ^^-71 ^ $ ig~h3 ^*Kr 

<60> 3Li& t ^7) /?ig-h3 #«m^ °l-§-tb ^ ^£«r. ^ 



<ei> oi^> ( ^ lire -ft- ^-fl^l ^^tb^. 

<62> ySig-h3Sl ^^^r 

<63> 1) £ig-h3 #*« Sfe ySig"h3^ tflt!- *flS^ ^^^^ ^2:*> 

#31 (#31 i); 

<64> 2 ) ^-71 #31 1^1 #^^1 tfltb *^1« ^lS^Hr #31(#31 2); ^ 

<65> 3 ) #7l #31 1^1 #«1^ ^ #31 2^ ^-^^1 ^1 -§-^r 

a>-§.^ 3i|^Al^ ^ofl £ig-h3 #^^ tf* #31 (#31 3)5L tM§ 
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<66> #7l &?\) 1<%*\ ^ig-h3 ^€^r ^m^SL 7]7flS]^- o}^^ *\ 7>*1 

91H & ig"h3 SE^r A^wis 53- 7l7i)S]fe <>Hi^ A^f 7H^ p>4-^ 

0ig-h3 #^<>m. ^ig"h3 ^iL^r £ HI q-^xfl^^ 

, 5L 1<*H isfl^ ^ a.5Li *fl3!€ ^ 4^-1 S^Sl I, II, HI. IV 

<67> /Sig-h3 47fl^ s^-l JE^-i: 2Hr31, ^1 #7)1 1^ ^ ig-h3^ 

sj-i-1 £ i g -h3 1^ iflx] 4«i^fl sf^-l S»HSl -ii^fe 

"uj- 1- o]%°\ i^^l-g; ^ 5£ZL, 4«i^fl ^-i-1 5E.*IISH A}-^^ 

^S}^. Stb, 4#*fl ^-1 i^l^^r ^^-S Sfe <^7fl ^^^^ ^S^" 

^T^^S. Af-g-^ ^ 5U-^, 1 ~ 107H ?H 1 ~ 47fl <^^^T ^flS^ 

a}.§-^ ^o] tf-Sr v}^2\-s}tt. ^ ^^H^ -^a]^^ £ ig-h3 

o} 4 l£*j) JEnflO]^ I7fl, 27fl, 37fl 31^ 4711 ^^^H ^^tb A>^ 7$+$ 

<68> ^ollA^ £ig-h3^ dM^AV Ail ^ 502-^-Bl 6327>^1^ *)1 4 ^-1 -£^£1 

^ ^ 1711 4711 i^Kr AA ^l&SL 7, A^tii^ 8, Ai<t«i5L 9 ^ A^^Jl 

10 og 71 711 Si ^ o}") ^ Ai<t^r 7>*]fe- afla^St^ , °lt ^ "^ig-h3 

D-IV(lx)\ "iSig-h3 D-IV(2x)", "£ig-h3 D-IV(3x)" ^ "£ig-h3 D-IV(4x) n e1- 
t\-(S. 4 %3=.). 

<69> £ t^*} SL^^-i- *HS^°H t^^B^ ^^^^r ^SLS, 
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<?o> # 7 ] ^7j) 2°\ £ig-h3 SE^ £ig-h3^ 4^-1 3E«I)°H tfl* l^fe 

rj^l 1^ Hfe 7fl2i^ *b8-*H ^V^l* A^\%A. % 

71 A?^= ^SLsL ^ 9X<LV), SL^sL^ 5&^r 

M.^ ^» A>-g-^ ^ ^rf. 

<7i> ^7} #31 szl^Als. ^ofl Jt^-€ ySig-h3 ^8*Kr 

Protocols in Molecular Biology, vol 2, chapter 10.8; David et al . , Cells (a 
Laboratory manual), vol 1, chapter 73), ^ ^ ^ {Current Protocols in Molecular 
Biology, vol 2, chapter 10.16; CellsCa Laboratory manual), vol 1, chapter 72), 
ELISA (Current Protocols in Molecular Biology, vol 2, chapter 11.2; ELISA 
Theory and Practice, John R. Crowther; The ELISA Guidebook, John R. Crowther), 
RIACRadioimmuno assay) (Nuklearmedizin 1986 Aug ; 25(4) : 125-127, Tumor markers as 
target substances in the radioimmunologic detection of malignancies, von Kleist S; 
Mariani G. Ann Oncol 1999 ;10 Suppl 4:37-40), (Daniel Figeys et.al, 

Electrophoresis 2001, 22, 208-216; Alba la JS. Expert Rev Mo 1 Diagn 2001 Jul;l 
(2): 145-152), efls}H. (rapid assay) (Kasahara Y and Ashihara Y, Clinica 

ChimicaActa 267 (1997), 87-102; tfltr^ 2000-46639) 3L^- 

(mi croarr ay) (Vivian G. cheung et al, Nature genetics 1999, 21, 
15-19; Robert J. Lipshutz et al, Nature genetics 1999, 21, 20-24; Christine 
Debouck and Peter N. Goodfellow, Nature genetics 1999, 21, 48-50; DNA 
Microarrays, M. Schena)^ ^iM^ *\%*\S= «V^*I 
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*Ka, EL ISA *HJ* ^>-8-«hfe 3* Hr^HW. ^> ELISA »W *HK1 **l 
o] ^-g^ n>©1.35.^ (biological microchip) ^ *f*a^ ^Hl^HI *1^S9 
(microarray system)* Wtt ^ & ^ US.** . ^<M*r 

<72> ^<£| ^Al^ofl ^ofl <g7^ <^e) ^ ^ ELISA» <>l-8-*M 3*3^ 

(competition assay)-* iiL #7] 0 ig-h3 °<M: #^*rfe 3^ 

<73> l) 0ig-h3 2.^ 0ig-h3^ 4^-1 5Lpfl*H tfltb 

JS^a]?]^ ^1(^1 1); 

<?4> 2 ) #7} t£t\] 1^ ^^oll tfltb ^a]^}- tiV-S-A]^^ 3:7H(#3] 2); 

<75> 3) t£t\) 1^ a*g^ #31 23] ^7}^M ^ *fl3*Rr 

#31(#7ll 3); ^ 

<76> 4) rjT^l 3^ 2 *> **|* 3J7>€H tiV-g-Al7]3. ^#5L* ^S*Kr #3K# 

741 4)» i^t*. 

<77> Aj-7] #31 1^ 7l^^r ^#3^ Af-g-S)^ 5.€" 7]^ A>-§-^ ^ M^JsL^ 

^, (Polyvinyl) ^*|3. #3MM(<4|; 96 € #3l°l^), ^ 

^e]^1 (Polystyrene) ^*l5L ^€ € t^l°l^ ^ -fr^S € #2WS-#^ ^o] a> 
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<?8> 5Ei&, #7l 4^ 2*> *8-*Hfe Jl^, ^^-1-^, HWi #^ ^ 

^ ^Jl^fe 3H+^-jL^(peroxidase), 5L^^^ (Alkaline 

Phosphatase), * -D-WSAl** . i^l^^i YWW. 

^^uL^^l ^KV^-Jl^, ^Hltt^ oll^Bl^ ^ *>-§-*Hr «>M 

^M, H^Hi-^^r ol^^^l^iH^ (fluorescein isothiochanate), s^HH 
(phycobilin) SCr^l(rhodamine) , ^3<^M€(phycoerythrin), ^H 0 }^ 

(phycocyanin) , i^iHf?] ^^^^.(orthophthalic aldehyde)^-* ^>^>^ 

<79> e^V, ^jLi sfe ^^1 2*> *^]« 3E^m 

(isolumino), M 7»\iC lucigenin) , ^lfeUuminol), «<W^r ^3.^^^^Bfl = 
(acridiniumester), 0]^, 3. ^l^(luciferin) , ^1*1^*11 

(luciferase), o>^> fl( a equ 0 rin) M SEfe 125 I. 127 L 131 L 14 C 3 H, 32 P. 

35 S ^ **V?i ^ o>u|el. ^ tb^*r*l 

^7>> ^€^r ^>-§-^: 4= Si 1 ^. 
<80> 2.^, ^1 44H ^JL^» *}-§-^r fl*H, ^7]^ 

3. Al~g-*H, t^7ll^ 2*> IIS IHIS.^] tfl*H ^ M # 

A>-g--f- ^ ?X5L, 4CN(4-chloro-l-naphtol), DAB(Diaminobenzidine) , 
AEC(Aminoethyl carbazole), ABTS[2, 2'-Azino-bis (3-ethylbenzothiazoline-6-sulfonic 
acid)]. OPD(o-Phenylenedi amine) U TMB(Tetramethyl Benzidine)^* *\-%-lk 
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<81> #7] #31 2^1 ^AjS.^ £ ig-h3^ SL€r 

<82> ^oflA-^ ^7] £ig-h3 ^ u <Hi 0 l ^^V»] i9ig"h3 #^-8: 3* 

Sl~b*l ^^7] , ^V-f^ £ig-h3 SEtt /5ig-h3^ 4^*1 

<83> -g- £ig-h3^ ^"cHH 5a<>H /8ig-h3 2=13 ^ 

* ^ ^ig"h3 ^Mfl^ ti l^& 1 : 1600 

4 1:2000^ *fl ^LHflS7> o^tH S)JELS #7l ^^JL( 

£ 7 °l*>%*fl£| l: 200041 wl^r^ nfl Zi2fl=7> 2]*}^: 3 

as -#7] al-i-oi 7 }# wl-i:^^ SHl^S^CE- 8 ^l^t £ ig-h3 

^ LO/ig/mt^ 0.5 fig/mi ^ 7}*] ^-f 5L^ aB|S7} M-eMH 3**1 ^5)3. 

^WS^l^ 1.0 jMg/M^ 0.5 jag/in^l sH£^ # ^(R 2 )^! 1^1 7> 

^o. M-bKH 3L*g ^5.^- 0.5 w/m*^ n 7># ^<?1^^(5. 9 

<84> ^-71 m^S.^, ^7V#^r <=n^> /9ig-h3 0.5 

jBg/mes. *Kn. <y*> % >eig-h3 ^-^(1 ^ ^ ^ i : 2000.2.3. 

3°i a^-a: sni^a**. 



73-19 



10021488 



2002/11/12 



<85> £ ^^m^r y8ig-h3^| ^©-S. *>4-^ £ig-h3, *B2^ P 

ig-h3 D-IV(lx), ig-h3 D-IV(2x), ig-h3 D-IV(3x) ^ £ ig-h3 D-IV(4x)» A>-g-*M ^ 

^ ^S* 0.5 w/mtS. §>31, ^ iSig-h3 g °l*V«-*lfc 1:2000©. 

3. «H 3*8=3 -atg-g; ^o.^, S-^t % £ig-h3 ^1 ^ 
1:2000 °-3. *M ^S^. 

ng/m^H 900 ng/vAS. *]3- SK1*>$4(5L 11 ^ 5= 12 

<87> ^-7]^ ^-of^M , 0ig~h3, ^V-r-^ ;8ig-h3, ^3i^ 0 ig-h3 

D-IV(lx), ig-h3 D-IV(2x), ig-h3 D-IV(3x) ^ £ig-h3 D-IV(4x) ^ <^ 3* A>-g--gflS 

-T-^H , ^2HM)3 ^-f£ il^-g-ol 9l# £ig-h3 % n >-r-^ 

£ig-h3 # 3^ ^>-8-«fls. 3* aHl^a*}. 

<88> ^6J| S^M^ a^JE.^ 0.1 2.0 fig/val^ ?H »> 

^3*M 0.5 1.0 //g/me^l ?M ti>^-3j^cl-. jEth «*>*^ ^ °1*V*M3 
«]-§:•£ 1:400 vfl*] 1: 3200*1 ?H 1:2000*1 ?M 

<89> Al^J- Zl # ^ *H^°*H 

£ig-h3 <£3 <33 €^ ^J^Ef ^*fctj-. 
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< 90 > £ ^l^E6j|^ 0ig-h3 ^fe /9ig-h3S] ^olofl tfl^b 

2& £ig-h3 ^ ig-h3^ sJ-^-l S.*||°H| tfltt i^ 1 ^. 



Ai 0ig-h3 °^7>*1 €^ x 5*4. 

92 > XI # igB|7]^«|-^A«- *>fe TGF-£ofl ^*fl )9ig-h3^ 

^Tfl o.s.^cf^ ^ofl ^3g3\. £ig-h3 ^-M^l* i=H 

£ig-h3» 3^*H ^^r-i: °1» ^^^l €^r# 

tflS^^l €€r^l ^ictg tf^S. i^Hcq £ig-h3* p >°lS 

S.«yr^l¥^°V(microalbuminuria)» JSW^b ^ ^€*>3 ^ ^ig-h3^1 

-g- u)-eH|*1 ^ **HHS. £ig-h33 ^5L7> ^7>is}£4. *«* 7> 

• *i ^*}<q i# i g -h3^ tfl^HM ^*hh 3^-iL4 ^-^^ 

* £ig-h3^r 4r#3£* % #<3tWn. « ^ 41* * 

^ 4^1, i^S] 0 ig-h3 ^§£r 4l#^ ti>^*>fe # 
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5L7> ^ #3:3 S]<q# 7}^, ^7]^r-i- #<3*Hr ^ ^4^4^ S7H 

^« <r 5fl** 3Hl*V5at*. 

<93> 3=^, ^^H^ £ ig-h3 ^5-7} ^ix^ **V3 -ti 2 * ^T^^^l 

* ^*>7i ^*H, s.*HH ^i g -h3 

-fr* 5<IM ^1 £ig-h3 ^£7} °f 4«fl ^£ #7>^V^nf(£ 13 %^). 

m ^ 0 ig-h3 ^7> ^7^>tii ^7>^-i- ^ sassws. 14 #20. 

-frtf 5«H*r A^(urea)^- a^Hl 3#°H S^^^S 

o]#-g- uj-^xfl^l ^€<M ^ig-h3 ^*|.7> ^^*>7fl *7>^t*fe 

^ 7]^^ 3x^0.3.^ ^ «H« 4r^-£ S7H] *v<3^ ^ ^4 

<94> 5Etb, tt^^Hfe -tl^KI^ ^ «r*>^ ^-^S^M )5ig-h3^ * 
£# Al^^-if £ig-h3 WW JUg, -il^o] 

^ € «M3 £ig-h3 ^£7} ^^ojsL ^ Qx\ci\ &<>H *i 

74]^ ^ -fr^SfttKi 2 -*7l * £ig-h3^ ^£ 
7> £^ 5^. 

<95> g=^ f ^oJHfe «*»^ *fl^*H £ig-h3^ 

as. *M*| ^ /5ig"h3 ^5. Jt^, 

y9ig-h3 ^£^r 2:71 ©fl <**1*MI #<3*H ^ 

38 4-^1 ^ tfl^-Sl 7>^^r ^^l^Sa^Ki 3 
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96> ^Tl^^vW #3 3*3. ^*®is}JL $X±r7m *5§*Hr 3£r tfl^l ^ 

T.fe TGF-/5^lH-S. TCF-^^l £)*f| -fr^^ £ig-h37> #^7]- 

5L ^(grade)^ ^74l(stage)S. ^¥<H /? ig-h3 *SL^ iL 

^, ^#<3^*Rr ^^-4 £ig-h3 ^£7> 3Hl*r$-<^, ^-$r ^^-3)- 

/Hg-h3 ^£7> ^ #3HH3 0 ig _ h3 ^ £r<£*r 

#x}(£. 5 ^-S). ^ 3^ ^r^l 3^ ^Sj-S tf^*! *H8€ <>H 

%^o] ^Bflej-jr § ^ o^o.^, ^6)1 ^1 13f 2 ^ 14 2^ ^ 

ig-h3^ *5L^r <3HI* ^*H, €*HH ^7l^±£ £ 

ig -h3 ^SL* ^^^S^i ft*}^ ^5}-S.^ #3g-§- 4= Si 

4. 

<97> SEtt, ^^(osteoarthritis)*!- ^>b|^ (rheumatoid arthritis) 

OT-^H iSig-h32l ^3^H Ji^, ^fM-^^S *^ OJ J 

oflAi ^ 2 «fl ^51^1 ^ £ig-h3 *5L» 4^$^, ^-7] ^n^bJH^ 
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£ig~h3 *S.7\ S]^ ^>El^ ^^^^ ^ofl -B-§-*>7fl A>-g-^ ^ &^§- 



Til 



<98> BV^o] £ ig - h3 ^l^mfe # ^ 

<100> ^71 -^AHl^ ^ aflA^ ^ £r ^-§-°l *>7l ^AHH 

<101> A] ofl 1> i^^^^t ^ 1*> As. 
<102> <i-i> oi^> 0 ig-h3 ^ *>-f^ £ ig-h3^ -SrSl 

<103> -g- oi^Vif £ig-h3 ^l^V^^. ^ T 2 ^ 

£)^r ^lojoj x> n, III, IV3 "fl-f Hi* M-^^, RGD 2-3*^ Sl^S. 

<104> pBiuescript SK(-) *1bH *\^3L 2sL 7)^^ <?§7] 

7Mfe £ig-h3 cDNACpBS £ ig-h3)(<*l# -fi-^ cDNAJsL^-Ei #JL^ 
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Nde 14 ^7 II ^ttS-iS. 3^*H Ir^M ^(blunt end)* 7>*lfe DNA *fl2: 
SVfcJil, #71 fc^-fr P ET-29/?^(NovagenAHAi =?-<£)2\ EcoRVQ EcoR I -^^H ^ 
£ig-h3£) 69 <>>*li^HM 653 o r *l^H *fl^*Hr -H^ifli 3<L3- 7) 

<105> c^g- 1"^7>#^ /S ig-h3 cDNA^l tfa/ntf 1 4 AZk? I^MI* ^ 7 1^ ^ 

« PCRCpolymerase chain reaction)* ^**H 23 <>V*li^HH 641 «>M^ 

6)] isfl^Hr ^ ^^Jr 43. 7l7flS)^ DNA ^lSsV^ZL, #7l ^ 

* pET-29y5^)Bl^ Zfc^I^ a&o I J^W tf^*H 5S 7l*fls)^r ^ 

pltA} Ai<i^ 7>*lfe ^-S}^^, ol* v\Sf-± ^ig-h3^ ^*}%^. 

<ioe> «. f^}if #7] ^ig~h3 ^ £ig-h3 

BL2KDE3)* ^3. *}-%-^*\ ^^1^, W** 595 

nm oflA^ *«h*£(0D)7> 0.5 0.6°1 € 37°C . 50 fig/M^ 

(kanamicine)-i- LB «fl*H>H «flW5ft^. 1 mM IPTG(isopropyl-£ 

-D-(-)thiogaractopyranoside)^ 37T^H 3*13; *tf £ ig-h3 



<iot> £ ig-h3» ^ ^^#(pellet)* 50 raM J= ^^(Tris-HCl , pH 

8.0), 100 mM <*sM-i=^f-, 1 mM EDTA, 1% ^(Triton) X-100,- 1 mM Jfl^^^-^i^ 
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#^e)-olH.(phenylmethane sulfonyl fluoride, °]*\ "PMSF" 2} f0 « 0.5 mM DTT3. 
45. -8-«fl ^-8-^ (cell lysis bufferW ^1 * ^-fr^Bl* *H 

<108> ^-71^ -g-^-i: €^^-^*V°^ £ig-h3°] ^r-§-^ tKMK inclusion bodies) 

» 0.5 M ^sH-Sf-, 5 mM o] *]c|-^(imidazol) ^ 8 M -&^i(urea)» S.^fe 20 mM B. 
sl^^(Tris-HCl) -§-gfl^m Ni-NTA ^(Qiagen)* *}-%r*\^ ^1** 

^4^4. 50 mM 'gsH-Sfl- 5^Hr 20 mM me}^ 3^-§-^MH 31^^ 

^ ^^£^1^ Ai(urea)S. ^tflsL ^^rSSU SDS-PAGE5L ^ 

<109> n ^ £r Si** £ig-h3 ^ «H-^ /5ig"h3 * **1*|-S* 

A(5. 2). 

<iio><i- 2 > £ig-h3 D-IV(lx) ^ £ig-h3 D-IV(4x)^ ^2 ^ £3 

<ni> ^^-^r^r A^wis IS. 7]A^ 91& /8ig-h3^ 498^ 637^1^ ^fl 4 E 

tfloi-g. 3.^-8}^ *\<£&L5L 63. 7l7fls|^- DNA i&^-a- PCR# *r^8*H * pET-29£ 

«]B]o)l 4 4 ^ mjE^ ^la^V^Jl, °1« "£ig-h3 D-IV"^ 

<H2> 4fog t 4 s^sH Sfl^SHr ^7l>|^^- PCR3- ^lM-^KKlenow) 
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#^b] p /?ig-h3 D-IV^| EcoRY #<3*r$UL <>1» pygig-h3 D-IV(2x)^ 

£4. P £ig-h3 D-IV(2x)£| tf^^-i- EcoR V^r J»o I^-S. ^, 
^ o.g Klenow ^^^S 3' ^ ^#sW*l ^, p£ig-h3 D-IV ^ p£ ig-h3 

D-IV(2x)£) tfcoffV ^flS. zfzj- ^^SaoL, p £ig-h3 D-IV(3x) ^ p£ ig-h3 

D-IV(4x)S. ^^rS^CE. 3). Ni-NTA ^l^l(Qiagen)^: ^V-g-*><^ 3 
A^cA #71 DNA 7> = ^ ^3^1 6 7fl^ ^li^cl(histidine) #7]» 

His-X*l(His-tag)«- ^IrS^. 
<113> ^-71 ^ BS2KDE3H1 ^ll^i^H^ ^ tfl^-S- 50 

/tg/mt ^E£) 7 r ^r°l^(kanamycin)<>l ^7>€ «fl*MH tifl^r^. #7l tfl#$ ^ 
1 mM Tris-HCL(pH 8.0), 100 niM EDTA, 1% Triton X-100, 1 mM PMSF ^ 0.5 mM 
DTT* 3E^-*Kr ^-§-<^Ml ^^1^1^ ^§-^3» *M 

Ni-NTA 2^-§- *r-§-*}<3 3*H^r * SDS-PAGE» A}-§--s>a} SHM^. 

<H4> ^-4, 41 4 S-^oi^- 5E^>fe a^^J: 7 7.^^Ji 10^. 

s 7l7i)£m 7V^m yffig-h3 D-IV(lx), £ ig-h3 D-IV(2x), £ ig-h3 

D-IV(3x) ^ /?ig-h3 D-IV(4x) ^Sr&cKS- 4). 

i 

<115> <l-3> o^y ?fr^o\ ^ ^ ^B) 

<ii6> ^-7] <1-1><HH ffig-hZ ^ "r-f^ £ig-h3 *€-2- 



73-27 




)0021488 ^ 2002/11/12 

3.5)]^-= ^^^7j->fl (complete Freund's adjuvant)^ £^"SH ^>-3t>^ji 
n r^<q 4«i^l ^ ^Kr 100 ^ ^€-§: Hefl-grH. i3«^#*| 

(incomplete Freund's adjuvant)^ 3^ tt^^S * 

#£r<^ 2Al^V 3§£. ^ltfr ^ 10,000 >g<HH 10^ ^-g^^H ^^^1 * 
- ^ofl^- ^a^ja, -20 °C ^-S-JL^l 2£3r«H ^V-g-^V^^rCS- 5). 

<117><^AH1 2> £ig-h3 ia^SL ^ ^ 

<H8><2-1> 1*> ^3 «!-§- ^ 

<119> oi^ £ig-h3 tfltb «J*M8-*H3 ^> 7 1 ^ 0 

ig-h3l- 0.5 jug/m^ 2tg$HHJ-«S|(20 mM carbonate-bicarbonate -%r^ , pH 9.6, 0.02% 
sodium azide)4| 96~€ «MS«1| 200 %SL t 4t4H <M 

3^*>Sa^r. #5H°m^l <£*r U" £ig-h3 ^3 ^» 1 ; 200, 1:400, 

1:800, 1:1600, 1:2000 * 1:3200 «LS JH«-M(tf«-SHt 80)°fl J? 

^ 1:5000.2.3. Jl^m o]^^^ ^7>*H -tf^H * ^ 

^V-S-Al^cf. ti>-g- ^^(o-^^l^Kbl: 10 mg/mlS ^ ffxi 

IrlOQOg S^^aL 30% ^RrsHr^i 10 ^« $7 r «iM £^-)-§- «7}*fca., #-gr<*IH 1*1 
# ^r-l-^m 1 ^. 50 ^ 8 N %*r-g-^ J&S ^r-S-l- ^H^JI EL ISA ^ 
(0.D 492 nm)^r ^l^r^^T- 
<i20> zl * ySig-h3 3**1 l: 16004 l:2000« *H ^ 

S7V o]^7fl sjS-S. #7] *)-£o) 7}^ JHl^rSjWS- 7). 
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<i2i><2-2> 2*> w]^r 

<122> o]^^)^ 3 ^3 wl-i-S- W-«1-7] £ig-h3 0.5 0g/m£^JE 

3. 3.^-B}JL, % -y^> £ig-h3 1:16003}- 1:2000.2.3. sl^H ji^MC 

1:1000, 1:2000 ^ 1:3000.2-3. sj^^H EL ISA fr^* ^*1*>£ 

<123> ZL ^oij-, 1:2000^ Wl-i-<g nfl ZL5fl = 7> 2^-§- o^Ml 5^3. #7l *}-£r°} 7># 

*]-k<$4: 8). 

<i24>< 2 -3> 91^1 £ig-h3 ^£ ^ 

<125> ^r^^-i-^r tl?> £ig-h3 .s^ ^^^>7l 4^]-<*| ^ 

# £ig-h3 ^*fl» 1:2000, <^1^^» 1:2000JL3 s\MH>}<%3L, {3 ig-h3 

0.5 fig/mi ^ 1.0 /ig/MS «H EL ISA ^l^SS^. 

<126> ZL ^ 1.0 jUg/ntf^ 0.5 /*g/ffl£ ^ 7>^1 ^-f S-^T" ^2fl^7l" ^"i" M-EWM ^ 

^ ^4)S. aJ^SftXI^ 1.0 w/mtJi^ 0.5 #g/ml°l ^ 
3]^(R 2 )*H 1°1] 7>7>^ ^sfls. M-Bj-q-^, ^JE^r 0.5 jug/roe^ 7># 

*Hl*}Sm(5=. 9). 

<127> # 7 ] JfEi , f3;^*}-i:£- £ig-h3 S^ct^^ iS^ ^S.* 0.5 fig 

/mlS. *}3L ^ °13r £ig-h3 ^ s\q l:2000JL3 
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<128> #7l ^3f# ti>%o.S. ^>7l IS. 5*1 3 S.w>^(Robard, 1971)3} -?-^Hl 

S}*fl 5LH €^(log transformation)*] £ H^, 11 ng/m<HH 900 ng/m^l ^ 
#7] ^7> ^7Kr^<y^ :§Kl*rS^, -^71 STd^l 10 rig/mi*}*) ^ 

S^rSW^ 10). 

<129> i] 1 og b= log e b /( 10 °- b > 

<i30> ^7}o\]*\ b^r *8-€°l «°1 €3 %-%5L«\] tfltt ^ ^S^H^] aj^im & 

<i3i><^Ald|l 3> SL^hg-S-g- £ig-h3, ^S^- £ig-h3 D-IV(lx) ^ £ ig-h3 

D-IV(4x) Ufl^S 

<132> #7] -£*H 2^ ^f-^^r ^^-S. ^>-f ^ £ig-h3, ^flS^- £ ig-h3 D-IV(lx) ^ 

£ig-h3 D-IV(4x)» *r-§-*M ^ o]*HN13 3*3 «1« ^ 

3*r&*=r. z}- 3.^ 0.5 ^g/ra^S. Sfca., £ 

ig-h3 ^ d l*r^m 1:2000^-3. *H *r£^ , U*r ^ 

i ,8ig-h3 ^ ol*}^^ 1:2000^-3. *H 3*3 *r£i=r. 

<133> zl S.^ ^-f°H ^^7> 34i* *f*3*r&31, ^3^-3 11 

ng/i&e°lH 900 ng/uiOL *]JL *13r^§: :§j-<^8;}£t}(2E 11 ^ 51 12). 
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<134> #713 ^5.^, S.^a^£- iffig-h3, *K-^ £ig-h3, £ ig-h3 

D-IV(lx) ^ £ig-h3 D-IV(4x) ^ 3* A>-§-*fl5L ^"SH , ^V^M^l ^ 

*H-8-«>l % ^1^> £ig-h3 ^IM- *J- *K-^ /9ig-h3 ^ ^ ^"i: A >-§- 



<135><^a1<^1 4> -il# £ig~h3 ^^r^l 

<136><4-1> ^H A i^ y8ig-h3 ^ 

<137> ^*Vi-8r ^jg-^ ^e]7l^<Hl TGF- # 3*fl £ 

ig-h3^ -fK£€^ ^ €W £ig"h3 1H&^ 

S ^ol ^^.ol xg-^ ^>^- #tflS £ig-h3» ^*V5S4. 

^ ^ HO ^ ^V^KiaOOO) no fd^r #3H^] ^7>*H 37 °C 

°1H lA]^; ti> ^-o> tiflo^ ^ ( ZL ^ 200 ^» 4*1 £ig-h35. 

37>sy<^ #^i*i 30^ ^-*> ^r-s-^m^-. ^, «>i*>**ii-7m ^f^i°^s # 



-§-* f^H^ EL ISA ^(O.D 492 nm)* ^*3*V5$4. 



<138> [S. 1] 





0 ig-h3<.ng/ra£) 




31.0 (n-93, 3.6) [ 


Type II DM 


101.9 (n=51, :£7.1) 


Type II DM + microalbuminuria 


127.4 (n=30, £7. 7) 


Type II DM + overt proteinuria 


105.4 (n=19, £4.9) 


Type II DM + CRF 


153.6 (n=93, £8.1) 
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<139> zl p>ol3.S. < y:^-^ :i rel< i >(microalbuminuria)» ^ 

±& 0ig-h3^ ^5L±± «W 5 tifl xlSL&l fe^r ^*1» Jt«^ 

3. fe*^ ^ ^ «*HH£. £ ig-h3^ ^-£7> ^7}*}%^. 

7>^1 ^ £ ig-h3^ tflJf-*^ ^*HH ^ *r*l 

71^ m^-S 1- ^ £ig-h3fe ^>§S.» ^ «V^^ji * ^ ^o.^ 

^ o]^ $7>7> <y^<L5L ^^71^ 3 2. 

Q ^ ^-i: 2)^]^. 4^1, i9ig-h3 41 ^tf* 

3E7H 1&<8*HS ^£7} fc* 44« 7>*M, 71^ 4L*7l** lM*Rr ^ 

^A>Jirf£. 2:71 ofl *T ^-^^V^4. 

<i40><4-2> -fi-^ S-M*^ /9ig-h3 ^ 

<141> £ d^^M^ £ig- h 3 ^5L7> «r7>^ A]^ 2:71 oil ^ 

^^11- ^-oi*>7l ^*H, ^it.^ ^ 5.t<M £ig-h3 ^*V^^. 
<142> S D 5fle( S prague-Dawley ratW -fr^ ^#^1 

(streptozotosin)^ 60 rag/ kg *5L5L 4# ^>*H *i*Hi* 

*3*H #i^§°l 3* *W«-2.^. 5W^I i«* 24*13: ^<L> Jfl|fl*M # 

71 <4-l>^ ^^tb ^£.3. £ig-h3 ^8*V&^. 
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<143> n -B-^ ^ £ig-h3 ^3^r 56.9 d6.4 ng/^sfl^}^ mg *>1^^-M- 

-frit ^ 5^*11 2} 230.4 A31.8 ng/EL$}°\Q mg ^S.^ £ig-h3 ^£7} 9f 

4l3fl ^ ^ 7 >^>^^-(£ 13). ^i^l.^HM ^ 3" 7^1^ £ ig - h 3 i-SL ^s)-» 
*^1L^ £€• 7fl^7> -fr* ^Ml ^ £ ig-h3 ^£7} t&*]*r>fl ^7>^-ir ^ 

<a&4(51 14). ^"iz.^ -fr't 5^Hfe ^(urea)^ 3.5)1^ 41 

o]Aj--g- rcJ-eH, 5 <|3*fl i^<M £ig-h3 



<144> <4-3> XI ^-o}^\ (kidney transplantation) ^#^*HH^ £ ig-h3 

<145> -g- I^X}*^ XI ^-O] A] ^ 3fL2\ Q*}Si\ £ ig"h3^ ^ 

3*h ^i^^ £ig-n3 *s.Q4\ *SL*fca*|- *r£4. °1* ^*r^ 

<4-l>4 HH^S. aJ^o]^ ^ **HH £ig"h3 ^ 



<146> 2] 













-6 


-5 


-4 


-3 


-2 


-1 


0 


1 


2 


3 


4 


5 


6 




1 








376.9 


199.2 


105.6 


59.1 


67.6 


84.5 


63.1 


61.2 


39.7 


9.9 


0 


2 




149.2 


147.3 


133.5 


159.5 


148.3 


147.3 


96.0 


74.0 


40.7 


20.3 


27.9 


26.4 


0 


3 


107.8 


95.8 


101.4 


102.3 


102.2 


106.1 


106.6 


125.5 


83.5 


49.4 


36.5 


33.3 


23.2 


0 


4 














298.8 


208.1 


140.5 


169.9 


188.4 


76.3 


24.4 


0 


5 














188.6 


160.7 


469.3 


290.9 


494.7 


324.4 




X 
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<147> ZL ^l^-o]^ ^# # ^ ^)9] 0 ig-h3 ^3E7> 

3) 5£<>H *H*I ^<H^m ^-^31, ^ ^ 7)^o) S^s|*l 

ig-h3^ ^£7> a1#o} oJI^^Ml ifr<8** *r 5^. 

<148> <4-4> ^*V°fl^ £ ig-h3 ^ 

<149> ^^^s-o- ^Pf^ *H3|£M #7} ^a-fl <4-l>3il- 

^ o_3. yS ig-h3^1 **HM £ ig-h3 ^ 

£ £-°J^r 3). 

<150> [3. 3] 







#ig-h3 (ng/mg) 




31.0 (n=93, d8.6) 




335.4 (n=9, ^6.0) 



<i5i><4- 5> a]^^ J3 ig-h3 ^ 

<152> ^ t^*}*^ ,ffig-h37l- 3!:*HH ^ 

=1^1 ^>^-7l £|*V<*), Al^-o]^ ^ ^Aj-ol ^ o. t o]^ «K£- 37)7]. 3^ 
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71 3b*>3 ^^og^-Bj ,eig-h3^ ^-s.* #7l ^ahi <4-i>4 ^-<Htb ^^.s. 



C153> ZL ^3}-, °}*\ * ^tfajtl S- 6 ]^ ^5*1^ 39.4 ng/3. 

£ig-h3^ ^5L7> ^*|*| ^7>*M z*zj- 140.8, 175.4 £ 90.9 ng/a.^l^V€ rag^- M"^ 
^$4(51 15, S 4). 

<154> [5. 4] 



iff ig-h3 


^4 (n=47) 


afr* 3-*-(n=16) 


(n=15) 


(n=6) 


(n=6) 




39.4:18.2 


54.7^23.0 


140.8^81.1 


175.4iS5.8 


90.9^22.4 




9.4 


17.9 


48.8 


83.2 


64.6 




84.7 


100.0 


374.4 


1 249.8 


119.4 



C155> atb, £ ^7>1;^ Al^ol^jpr ^ofl ^ ig - h3 ^£ 7 > ^7>^: ?H ^1^1 

3^H j^sH m^S^^- ^ «r7>^ ^€ £ig-h3 ^5.^ #±.3\*= #2-3- 

^o.^. ^lS.«]:-§-^ *|S3>1 7>^^r M-^^ 16). 

<i56> <4 -6> -g^M^ ^ £ig-h3 ^ 
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<157> ^^^>lr^r -tl^o]^ ^ 3f6\] ^ 0 ig-h3^ ^-£7} <^7fl ^Kr*l <£o\2L 

7} flaM, -^^"^ ^ £ ig-h3^ 

<158> zi 431)-, #o>o^ <&&°M A >^ -il^-i- °H ^r°V 

^-f 64H 7^ AHofl ^^o] B]^rf(£ 17). 
<159> S£ ^. > ol-ilSV EL7]7} c>H€ -ti^fi: ^^H^ ^l^o] 

^^Hr m# 32fl^>€ ^ <^*1 ^ ^ 4i£ £ ig-h3^ ^J£^ ^^S. # 
o>#t}. o]^ o)*\Q &#o) ^o\X\ %x}£>\ b=.n^ ^g-*l ^ S3*fl*lfe *^1^T 

a]^- ^ife ^^-i- £M*}:a nJ-eH £ig-h33] 

^l&^f^ 3g.fr ^\Ti}%t\-(S. 17). ^ ^l^l^l -Msfltb ^-f ySig-h3 ^ 

<160> o]^ ^jJfl-S. -1- nfl /9ig-h3 ^ ^T^^V 

<161> % 7 ]^\ ^S^M, ±.^*\4) yffig"h3 ^5E^r 41 £4h8r 3t7H ^^l^-Tfl 

«V<3*H Al^-o) £#fr ^ ^1^^ cfl^l f--S-^r 7>^# 
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<162><^AH1 5> # yffig-h3 

<163> ^^V^^}7V ^^S. ^^7>» ^*Kr ^ 

<y*Kr TCF-ySol^S. TCF-yS^l -frS^^r £ ig-h37> #^S|-7} ^^^<^) 

#<§*7}^ L>2^21 Tgcrf^^HH ^ig-h37> ^^-^ ^£7> -glH^- ^ 

<164> ^Tjr^T^ m.^i-ir *H%*M -^"71 -Ma]^] <4-l>2|- £ig-h3^ 



<165> [5. 5J 



W 


# ig-h3 (.ng/rag) 




0ig-h3 tng/mg) 


O(^) 


146.2 (n=172, d28.5) 


0(^4) 


146.2 (n=172, J28.5) 


1 


196.6 (n=16, :S0.6) 


1 


193.4 (n=20, d30.2) 


2 


190.0 (n=43, #2.8) 


2 


192.2 (n=36, #9.1) 


3 


167.5 (n=7, J21.9) 


3 


172.5 (n=10. SI. 9) 



<166> ZL ^#^7^ ^#J±t} 1^ ^ig-h3 ^£7} ^^O.^, # 

^ ^1(1 ^ 2)oflAi^ £ ig -h3 ^£7} ^H3)oflAi^ 0 ig - h3 ^ 
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<167><^aH 6> ^>El^ ^H<* £ ig-h3 ^4^1 

<168> £ ^^>*^r (osteoarthritis)^ (rheumatoid 

arthritis) «* r 3 # 7 1 ^cfl <4-l>3j- ^^-S. /? ig-h3^ 

^^sa4<i 6). 

<169> [5. 6] 



<170> =l Jfrp}^^ «y*H ft^efl^ ^ 2 «fl ^5L^ ^ ^ig-h3 ^£ 

» t+^xfl^^, %7] m^-S^-Bl %^ofloflAi^ £ig-h3 ^S7> S)*8^ 
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<m> #7HH w}^ &o), £ ^Si\ £ig-h3 ^f^£- W y?ig-h3, 

£ig-h3, £ig-h3 D-IV(lx) Sfe /Hg-h3 D-IV(4x)» i^MS. a>-§-^>S.S- 

t*<*ft *fl°J}4H 0ig-h3^q ^ s^h*^ * 

ig-h3 ^ 7>x] Al^- 3*. #^3: ^ ^\ 
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13^8- 11 

1) 0 ig-h3 #«?^ SE^r ^ig-h3^ 4^-1 JEWISH! W #^*M: 3l2:*r 

#3K#31 i); 

2) #7l #31 1^ #^^1 tfl^ 3|2:*Hr #310231 2); ^ 

3) #7l #31 1^1 ^ #31 2^ %>€-^l #-§-^ ^^IH 
a}-§-*H ^3*1^ 5L1^ 0ig-h3 #^€^ °<M: ^*Hr #3l(#31 3)» It 

i^^r 2] 

3i i^i sa^. #71 ^€-4*11 *>1*« =8**^* #^1-^, 

^, EL ISA "cHi, RIACRadioimmuno assay), #^^^, ^fl 3 ^ <^H (rapid assay) ^ ^> 
ol^S.^^ol( m i cr0 array)S. ^SLsL^ ^d^B)^ #H-ir *l~g-*r^ 3^ 



3] 

31 1*^1 #71 #31 3^1 0ig-h3 #*-*l^ <£-§: ^*Hr 3£r 

1) £ig-h3 #^^ Hl^r ^ig-h3Sl 3*^-1 £^<y<^l rfl^b 31^ #«^^ 7l*Hl 
S^l^ #31 (#31 1); 

2) #7l #31 1^1 #««<>fl ^fltb W» ^3*1^ #-§-*l?l^ #31(#31 2); 
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3) #7)1 1^ #^°ll #7)1 2^1 #-g-#* ^7>*><^ ^ ^^Hr 

ram^n 3); ^ 

4) #711 33 #-§-#<>fl 2*} $7>*H #-g-^l7lJl S-^tS* ^*Kr #7)1(# 
7)1 4)» 5EM^ 3* ^S-2_5L *Kf ^^ y o^. 

4] 

*H r*S- ^fl*l *fl 3*^1 5a°^i, #71 £ig-h3 #^£: ^^2. 3-O-S. 7l7flS|^ o> 
3*fe *>-f^ ySig-h3 #^^<y 3 "8: ^SLS. SRr 
5] 

*)] l*j- i-H*l XI S^-*!, ^"71 £ig-h3^ ^-1 JE^o^ £ig-h3 #^3 

4*1*1) Sj-i-1 5L*)l°}^gr I7fl SE^r 27H vfl*l 107fl» #^KH <£^$- ^}-g- ^ 

l^ty 6] 

XI 5*^1 &°]*\, <$7) ySig-h33 ^-1 £*)l<?l^r ^^J: 7, a^^s 8, *Jg 
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8] 

0ig-h3 S^r ^ig-h3^ 4^-1 S^^l^l tfl^r ^ ^ig"h3 



io] 

*A 8^1 SH^i, )8ig-h3 3^-S. 7)m^ 

# ^ /Sig-h3 3^ ^1^-51 5S. 7l7flS)^ Ai<l^ ^ *K-^ 

£ ig-h3 ^^<y 3* ^<L3- *\$r 31^3= . 
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11] 

*i| 8^1 SWi, ^"71 £ig-h3£| sh^-l 5=*HS!£r £ig-h3 4#*i] 4-^-1 

^pflo]^ 17H <£^r 2.7fl. i^^l 107fl» *H^H 3* ^8^3. #^i=. 

[^^J- 12] 

*11 1UHI 9X^, W £ig-h3^ sj-i-l £tifl^ a^^s 7, ^<i#Jr 8, ^ 
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1) 



HI IV RGD His tag 

— rang pbh v — a 



B 



m~- — - 



IS. 2] 

I H in IV RGD His tag 

lIZMZIE^IZ»^ZZl-{] — A 

B 

c 




D 
E 
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IS, 4] 
kDa 

200 

116/97.4 
66.2 



3x 4x 
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47 
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6] 



o o o 



+ 



PI ^ 

PI 




1 



»soi 



9 9 

g ^> o 



\ 



v _J . 

g ^> o 



1 



O >* 



g o o 



AH 



t^oii sir 



HI 31 61- OJ 

a^s a oi 
«g§£ sis 
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IS.' 71 
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-2.0 - 



-3.0 
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[2c. 12] 

A 



B 



7K -.^Wr 



Mr-- 




















& .X ., 
























." r %' . 




s 




M ■* 




•■• y «,;>., 

. j ■• > f ft 0 ^ 

--' ►! T-V*. • 




* 




j 







[51 13] 
400 r 



1 
S 



300 



200 



100 




CH (nf=10) 



§-ioc (5^, n=7) 
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14] 



€98.6 



500 r 



cn 

£ 400 
| 300 

CO 

S? 200 
.a 

100 

CO. 




10 



15 



Ol 



15] 

pig-h3 (ng/mg creatinine) 

250 



200 



150 



100 




Normal 



Nephron Chronic rejection Recurrent GN CyA Toxicity 
underdose 
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£lg-h3 (ng/mg creatinine) 
30 0 



^ U*}: 2002/11/12 




7.24 8.23 9.27 10.9 10.11 10.12 10.13 10.14 1 0.15 



[3L 17] 



-£lg-h3 

-Normal ptg-h3 
-S.crnatlntno 
"Norma! S. creatlnlno 



Kidney Transplantation 



200 r 


ng/mg 




Living Donor 




10 


160 
100 


V- 








8 
6 
4 


50 










2 






=a=*=a 






0 


0 


i i_ 

•S -7 


i i i 

-6 


-3 -1 1 3 & 


7 9 11 










Under-Dose 






120 
100 


- najn 


3 


m g/dl" 


1 1 
9 


80 




\- 






7 
5 


60 
40 










3 


20 


. . . . . i i i i i i > 1 — • — 


1 

-1 


0 


.1 0 


1 2 


3 4 5 6 7 0 9 


10 11 12 13 






2 4 6 8 10 12 14 18 20 22 26 28 30 32 34 



<110> KIM, In-San REGEN Biotech. Inc. <120> Method for measuring 

quantity of 0 i g- h 3 and diagnosis ki <130> 2p-01-29 <160> 10 <170> 
Kopatentln 1.71 <210> 1 <211> 683 <212> PRT <213> Homo sapiens <400> 
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1 Met Ala Leu Phe Val Arg Leu Leu Ala Leu Ala Leu Ala Leu Ala Leu 1 5 
10 15 Gly Pro Ala Ala Thr Leu Ala Gly Pro Ala Lys Ser Pro Tyr Gin 

Leu 20 25 30 Val Leu Gin His Ser Arg 

Leu Arg Gly Arg Gin His Gly Pro Asn Val 35 40 

45 Cys Ala Val Gin Lys Val He Gly Thr Asn Arg Lys Tyr Phe Thr Asn 50 

55 60 Cys Lys Gin Trp Tyr Gin Arg Lys He Cys Gly Lys Ser Thr Val 

Ile 65 70 75 80 Ser Tyr Glu Cys 

Cys Pro Gly Tyr Glu Lys Val Pro Gly Glu Lys Gly 85 

90 95 Cys Pro Ala Ala Leu Pro Leu Ser Asn Leu Tyr Glu Thr Leu Gly 

Val 100 105 110 Val Gly Ser Thr Thr Thr 

Gin Leu Tyr Thr Asp Arg Thr Glu Lys Leu 115 120 

125 Arg Pro Glu Met Glu Gly Pro Gly Ser Phe Thr Ile Phe Ala Pro Ser 130 

135 HO Asn Glu Ala Trp Ala Ser Leu Pro Ala Glu Val Leu Asp Ser Leu 

Val 145 150 155 160 Ser Asn Val Asn 

Ile Glu Leu Leu Asn Ala Leu Arg Tyr His Met Val 165 

170 175 Gly Arg Arg Val Leu Thr Asp Glu Leu Lys His Gly Met Thr Leu 

^ 180 185 190 Ser Met Tyr Gin Asn Ser 

Asn Ile Gin Ile His His Tyr Pro Asn Gly 195 200 

205 Ile Val Thr Val Asn Cys Ala Arg Leu Leu Lys Ala Asp His His Ala 210 

215 220 Thr Asn Gly Val Val His Leu Ile Asp Lys Val Ile Ser Thr Ile 

Thr 225 230 235 240 Asn Asn Ile Gin 
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Gin He He Glu He Glu Asp Thr Phe Glu Thr Leu 245 

250 255 Arg Ala Ala Val Ala Ala Ser Gly Leu Asn Thr Met Leu Glu Gly 

Asn 260 265 270 Gly Gin Tyr Thr Leu Leu 

Ala Pro Thr Asn Glu Ala Phe Glu Lys He 275 280 

285 Pro Ser Glu Thr Leu Asn Arg He Leu Gly Asp Pro Glu Ala Leu Arg 290 

295 300 Asp Leu Leu Asn Asn His He Leu Lys Ser Ala Met Cys Ala Glu 

Ala 305 310 315 320 Ile Val Ala Gly 

Leu Ser Val Glu Thr Leu Glu Gly Thr Thr Leu Glu 325 

330 335 Val Gly Cys Ser Gly Asp Met Leu Thr He Asn Gly Lys Ala He 

Ile 340 345 350 Ser Asn Lys Asp He Leu 

Ala Thr Asn Gly Val He His Tyr Ile Asp 355 360 

365 Glu Leu Leu Ile Pro Asp Ser Ala Lys Thr Leu Phe Glu Leu Ala Ala 370 

375 % 380 Glu Ser Asp Val Ser Thr Ala Ile Asp Leu Phe Arg Gin Ala Gly 

Leu 385 390 395 400 Gly Asn His Leu 

Ser Gly Ser Glu Arg Leu Thr Leu Leu Ala Pro Leu 405 

410 415 Asn Ser Val Phe Lys Asp Gly Thr Pro Pro Ile Asp Ala His Thr 

Arg 420 425 430 Asn Leu Leu Arg Asn His 

Ile Ile Lys Asp Gin Leu Ala Ser Lys Tyr 435 440 

445 Leu Tyr His Gly Gin Thr Leu Glu Thr Leu Gly Gly Lys Lys Leu Arg 450 

455 460 Val Phe Val Tyr Arg Asn Ser Leu Cys Ile Glu Asn Ser Cys Ile 

AJa 470 475 480 Ala His Asp Lys 
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Arg Gly Arg Tyr Gly Thr Leu Phe Thr Met Asp Arg 485 

490 495 Val Leu Thr Pro Pro Met Gly Thr Val Met Asp Val Leu Lys Gly 

Asp 500 505 510 Asn Arg Phe Ser Met Leu 

Val Ala Ala lie Gin Ser Ala Gly Leu Thr 515 520 

525 Glu Thr Leu Asn Arg Glu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn 530 

535 540 Glu Ala Phe Arg Ala Leu Pro Pro Arg Glu Arg Ser Arg Leu Leu 

Gly 545 550 555 560 Asp Ala Lys Glu 

Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu 565 
5 70 575 He Leu Val Ser Gly Gly He Gly Ala Leu Val Arg Leu Lys Ser 

Leu 5 8 o 585 590 Gin Gly Asp Lys Leu Glu 

Val Ser Leu Lys Asn Asn Val Val Ser Val 595 600 

605 Asn Lys Glu Pro Val Ala Glu Pro Asp He Met Ala Thr Asn Gly Val 610 
615 620 Val His Val He Thr Asn Val Leu Gin Pro Pro Ala Asn Arg Pro 

Gln 6 25 630 635 640 Glu Arg Gly Asp 

Glu Leu Ala Asp Ser Ala Leu Glu He Phe Lys Gin 645 
650 655 Ala Ser Ala Phe Ser Arg Ala Ser Gin Arg Ser Val Arg Leu Ala 

Pro 660 665 670 Val Tyr Gin Lys Leu Leu 

Glu Arg Met Lys His 675 680 <210> 2 <211> 

2691 <212> DNA <213> Homo sapiens <400> 2 gcttgcccgt cggtcgctag ctcgctcggt 
gcgcgtcgtc ccgctccatg gcgctcttcg 60 tgcggctgct ggctctcgcc ctggctctgg 

ccctgggccc cgccgcgacc ctggcgggtc 120 ccgccaagtc gccctaccag ctggtgctgc 
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agcacagcag gctccggggc cgccagcacg 
ttggcactaa taggaagtac ttcaccaact 
gcaaatcaac agtcatcagc tacgagtgct 
agggctgtcc agcagcccta ccactctcaa 
ccaccaccac tcagctgtac acggaccgca 
ccggcagctt caccatcttc gcccctagca 
tgctggactc cctggtcagc aatgtcaaca 
tggtgggcag gcgagtcctg actgatgagc 
accagaattc caacatccag atccaccact 
cccggctcct gaaagccgac caccatgcaa 
tcatctccac catcaccaac aacatccagc 
cccttcgggc tgctgtggct gcatcagggc 
acacgctttt ggccccgacc aatgaggcct 
gtatcctggg cgacccagaa gccctgagag 
ctatgtgtgc tgaagccatc gttgcggggc 
tggaggtggg ctgcagcggg gacatgctca 
aagacatcct agccaccaac ggggtgatcc 
cagccaagac actatttgaa ttggctgcag 
tcagacaagc cggcctcggc aatcatctct 
ccctgaattc tgtattcaaa gatggaaccc 
ttcggaacca cataattaaa gaccagctgg 



#^ 2002/11/12 

180 gccccaacgt gtgtgctgtg cagaaggtta 
240 gcaagcagtg gtaccaaagg aaaatctgtg 
300 gtcctggata tgaaaaggtc cctggggaga 
360 acctttacga gaccctggga gtcgttggat 
420 cggagaagct gaggcctgag atggaggggc 
480 acgaggcctg ggcctccttg ccagctgaag 
•540 ttgagctgct caatgccctc cgctaccata 
600 tgaaacacgg catgaccctc acctctatgt 
660 atcctaatgg gattgtaact gtgaactgtg 
720 ccaacggggt ggtgcacctc atcgataagg 
780 agatcattga gatcgaggac acctttgaga 
840 tcaacacgat gcttgaaggt aacggccagt 
900 tcgagaagat ccctagtgag actttgaacc 
960 acctgctgaa caaccacatc ttgaagtcag 
1020 tgtctgtaga gaccctggag ggcacgacac 
1080 ctatcaacgg gaaggcgatc atctccaata 
1140 actacattga tgagctactc atcccagact 
1200 agtctgatgt gtccacagcc attgaccttt 
1260 ctggaagtga gcggttgacc ctcctggctc 
1320 ctccaattga tgcccataca aggaatttgc 
1380 cctctaagta tctgtaccat ggacagaccc 
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tggaaactct gggcggcaaa aaactgagag 
agaacagctg catcgcggcc cacgacaaga 
accgggtgct gaccccccca atggggactg 
ttagcatgct ggtagctgcc atccagtctg 
gagtctacac agtctttgct cccacaaatg 
ggagcagact cttgggagat gccaaggaac 
atgaaatcct ggttagcgga ggcatcgggg 
acaagctgga agtcagcttg aaaaacaatg 
agcctgacat catggccaca aatggcgtgg 
cagccaacag acctcaggaa agaggggatg 
aacaagcatc agcgttttcc agggcttccc 
aaaagttatt agagaggatg aagcattagc 
cagctctccg ccaatttctc tcagatttcc 
agtatcacac tttaatgtac atgggccgca 
ggggaggagg gagagagatg tactttttaa 
ccactgcatg cagaaacttg gatgtcactg 
ccaaatgtgg aattgactgc ctatgccaag 
gctcataaaa catgaatcaa gcaatccagc 
aagcccttgc acagctggag aaatggcatc 
aaatgtgtct cacatctaca cgtggcttgg 
aagaaatggt atgtagagct tagatttccc 



2002/11/12 

1440 tttttgttta tcgtaatagc ctctgcattg 
1500 gggggaggta cgggaccctg ttcacgatgg 
1560 tcatggatgt cctgaaggga gacaatcgct 
1620 caggactgac ggagaccctc aaccgggaag 
1680 aagccttccg agccctgcca ccaagagaac 
1740 ttgccaacat cctgaaatac cacattggtg 
1800 ccctggtgcg gctaaagtct ctccaaggtg 
1860 tggtgagtgt caacaaggag cctgttgccg 
1920 tccatgtcat caccaatgtt ctgcagcctc 
1980 aacttgcaga ctctgcgctt gagatcttca 
2040 agaggtctgt gcgactagcc cctgtctatc 
2100 ttgaagcact acaggaggaa tgcaccacgg 
2160 acagagactg tttgaatgtt ttcaaaacca 
2220 ccataatgag atgtgagcct tgtgcatgtg 
2280 atcatgttcc ccctaaacat ggctgttaac 
2340 cctgacattc acttccagag aggacctatc 
2400 tccctggaaa aggagcttca gtattgtggg 
2460 ctcatgggaa gtcctggcac agtttttgta 
2520 attataagct atgagttgaa atgttctgtc 
2580 aggcttttat ggggccctgt ccaggtagaa 
2640 tattgtgaca gagccatggt gtgtttgtaa 

73-59 




(0021488 2002/11/12 

taataaaacc aaagaaacat a 2691 <210> 3 <211> 585 <212> PRT < 

213> Homo sapiens <220> <221> PEPTIDE <222> (1). .(585) <223> 69 to 653 
amino acid sequence of human ID No.l <400> 3 Tyr Gin Arg Lys He Cys Gly Lys Ser 
Thr Val He Ser Tyr Glu Cys 1 5 10 

15 Cys Pro Gly Tyr Glu Lys Val Pro Gly Glu Lys Gly Cys Pro Ala Ala . 20 
25 30 Leu Pro Leu Ser Asn Leu Tyr Glu Thr Leu Gly Val Val Gly Ser 

Thr 35 40 45 Thr Thr Gin Leu Tyr Thr Asp 

Arg Thr Glu Lys Leu Arg Pro Glu Met 50 55 60 

Glu Gly Pro Gly Ser Phe Thr He Phe Ala Pro Ser Asn Glu Ala Trp 65 

70 75 80 Ala Ser Leu Pro Ala Glu Val Leu Asp Ser 

Leu Val Ser Asn Val Asn 85 90 95 

He Glu Leu Leu Asn Ala Leu Arg Tyr His Met Val Gly Arg Arg Val 100 

105 110 Leu Thr Asp Glu Leu Lys His Gly Met Thr Leu Thr Ser Met Tyr 

Gln 115 120 125 Asn Ser Asn He Gin He His 

His Tyr Pro Asn Gly He Val Thr Val 130 135 140 

Asn Cys Ala Arg Leu Leu Lys Ala Asp His His Ala Thr Asn Gly Val 145 

150 155 160 Val His Leu He Asp Lys Val He Ser Thr 

He Thr Asn Asn He Gin 165 170 175 

Gin He He Glu He Glu Asp Thr Phe Glu Thr Leu Arg Ala Ala Val 180 

185 190 Ala Ala Ser Gly Leu Asn Thr Met Leu Glu Gly Asn Gly Gin Tyr 

^ -^5 200 205 Leu Leu Ala Pro Thr Asn Glu 
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Ala Phe Glu Lys He Pro Ser Glu Thr 210 215 220 

Leu Asn Arg lie Leu Gly Asp Pro Glu Ala Leu Arg Asp Leu Leu Asn 225 

230 235 240 Asn His lie Leu Lys Ser Ala Met Cys Ala 

Glu Ala He Val Ala Gly 245 250 255 

Leu Ser Val Glu Thr Leu Glu Gly Thr Thr Leu Glu Val Gly Cys Ser 260 

2 6 5 • 270 Gly Asp Met Leu Thr He Asn Gly Lys Ala He He Ser Asn Lys 

Asp 275 280 285 He Leu Ala Thr Asn Gly Val 

He His Tyr He Asp Glu Leu Leu He 290 295 300 

Pro Asp Ser Ala Lys Thr Leu Phe Glu Leu Ala Ala Glu Ser Asp Val 305 

310 315 320 Ser Thr Ala He Asp Leu Phe Arg Gin Ala 

Gly Leu Gly Asn His Leu 325 330 335 

Ser Gly Ser Glu Arg Leu Thr Leu Leu Ala Pro Leu Asn Ser Val Phe 340 

345 350 Lys Asp Gly Thr Pro Pro He Asp Ala His Thr Arg Asn Leu Leu 

Arg 355 360 365 Asn His He He Lys Asp Gin 

Leu Ala Ser Lys Tyr Leu Tyr His Gly 370 375 380 

Gin Thr Leu Glu Thr Leu Gly Gly Lys Lys Leu Arg Val Phe Val Tyr 385 

390 395 400 Arg Asn Ser Leu Cys lie Glu Asn Ser Cys 

He Ala Ala His Asp Lys 405 410 415 

Arg Gly Arg Tyr Gly Thr Leu Phe Thr Met Asp Arg Val Leu Thr Pro 420 

425 430 Pro Met Gly Thr Val Met Asp Val Leu Lys Gly Asp Asn Arg Phe 

Ser . 435 440 445 Met Leu Val Ala Ala He Gin 
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Ser Ala Gly Leu Thr Giu Thr Leu Asn 450 455 460 

Arg Glu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn Glu Ala Phe Arg 465 
470 475 480 Ala Leu Pro Pro Arg Glu Arg Ser Arg Leu 

Leu Gly Asp Ala Lys Glu 485 490 495 

Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu He Leu Val Ser 500 
505 510 Gly Gly He Gly Ala Leu Val Arg Leu Lys Ser Leu Gin Gly Asp 

Lys 515 520 525 Leu Glu Val Ser Leu Lys Asn 

Asn Val Val Ser Val Asn Lys Glu Pro 530 535 540 

Val Ala Glu Pro Asp He Met Ala Thr Asn Gly Val Val His Val He 545 
550 555 560 Thr Asn Val Leu Gin Pro Pro Ala Asn Arg 

Pro Gin Glu Arg Gly Asp 565 570 575 

Glu Leu Ala Asp Ser Ala Leu Glu He 580 585 <210> 4 

<211> 1857 <212> DNA <213> Mouse Intraci sternal A-particle <400> 4 
gcaggtcccg ccaagtcacc ctaccagctg gtgctgcagc atagccggct ccggggtcgc 
cagcacggcc ccaatgtatg tgctgtgcag aaggtcattg gcaccaacaa gaaatacttc 
accaactgca agcagtggta ccagaggaag atctgcggca agtcgacagt catcagttat 
gagtgctgtc ctggatatga aaaggtccca ggagagaaag gttgcccagc agctcttccg 
ctctcaaatc tgtatgagac catgggagtt gtgggatcga ccaccacaca gctgtataca 
gaccgcacag aaaagctgag gcctgagatg gagggacccg gaagcttcac catctttgct 
cctagcaatg aggcctggtc ttccttgcct gcggaagtgc tggactccct ggtgagcaac 
gtcaacatcg aactgctcaa tgctctccgc taccacatgg tggacaggcg ggtcctgacc 
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gatgagctca agcacggcat gaccctcacc tccatgtacc agaattccaa catccagatc 540 

catcactatc ccaatgggat tgtaactgtt aactgtgccc ggctgctgaa ggctgaccac 600 

catgcgacca acggcgtggt gcatctcatt gacaaggtca tttccaccat caccaacaac 660 

atccagcaga tcattgaaat cgaggacacc tttgagacac ttcgggccgc cgtggctgca 720 

tcaggactca ataccgtgct ggagggcgac ggccagttca cactcttggc cccaaccaac 780 

gaggcctttg agaagatccc tgccgagacc ttgaaccgca tcctgggtga cccagaggca 840 
ctgagagacc tgctaaacaa ccacatcctg aagtcagcca tgtgtgctga ggccattgta 
gctggaatgt ccatggagac cctggggggc accacactgg aggtgggctg cagtggggac 



900 
960 



aagctcacca tcaacgggaa ggctgtcatc tccaacaaag acatcctggc caccaacggt 1020 

gtcattcatt tcattgatga gctgcttatc ccagattcag ccaagacact gcttgagctg 1080 

gctggggaat ctgacgtctc cactgccatt gacatcctca aacaagctgg cctcgatact 1140 

catctctctg ggaaagaaca gttgaccttc ctggcccccc tgaattctgt gttcaaagat 1200 

ggtgtccctc gcatcgacgc ccagatgaag actttgcttc tgaaccacat ggtcaaagaa 1260 

cagttggcct ccaagtatct gtactctgga cagacactgg acacgctggg tggcaaaaag 1320 

ctgcgagtct ttgtttatcg aaatagcctc tgcattgaaa acagctgcat tgctgcccat 1380 

gataagaggg gacggtttgg gaccctgttc accatggacc ggatgttgac acccccaatg 1440 

gggacagtta tggatgtcct gaagggagac aatcgtttta gcatgctggt ggccgccatc 1500 

cagtctgcag gactcatgga gatcctcaac cgggaagggg tctacactgt ttttgctccc 1560 

accaatgaag cgttccaagc catgcctcca gaagaactga acaaactctt ggcaaatgcc 1620 

aaggaactta ccaacatcct gaagtaccac attggtgatg aaatcctggt tagcggaggc 1680 

atcggggccc tggtgcggct gaagtctctc caaggggaca aactggaagt cagctcgaaa 1740 
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aacaatgtag tgagtgtcaa taaggagcct gttgccgaaa ccgacatcat ggccacaaac 1800 

ggtgtggtct atgccatcaa cactgttctg cagccgccag ccaaccgacc acaagaa 1857 <210> 

5 <211> 609 <212> PRT <213> Mouse Intraci sternal A-particle <220> <221> 

PEPTIDE <222> (1)..(609) <223> 23 to 641 amino acid sequence of mouse <400> 

5 Ala Gly Pro Ala Lys Ser Pro Tyr Gin Leu Val Leu Gin His Ser Arg 1 5 

10 15 Leu Arg Gly Arg Gin His Gly Pro Asn Val Cys Ala Val Gin Lys 

Val 20 25 30 I le Gly Thr Asn Arg Lys 

Tyr Phe Thr Asn Cys Lys Gin Trp Tyr Gin 35 40 

45 Arg Lys He Cys Gly Lys Ser Thr Val He Ser Tyr Glu Cys Cys Pro 50 

55 60 Gly Tyr Glu Lys Val Pro Gly Glu Lys Gly Cys Pro Ala Ala Leu 

Pro 65 70 75 80 Leu Ser Asn Leu 

Tyr Glu Thr Leu Gly Val Val Gly Ser Thr Thr Thr 85 

90 95 Gin Leu Tyr Thr Asp Arg Thr Glu Lys Leu Arg Pro Glu Met Glu 

Gly 100 105 HO Pro Gly Ser Phe Thr He 

Phe Ala Pro Ser Asn Glu Ala Trp Ala Ser 115 120 

125 Leu Pro Ala Glu Val Leu Asp Ser Leu Val Ser Asn Val Asn He Glu 130 

135 140 Leu Leu Asn Ala Leu Arg Tyr His Met Val Gly Arg Arg Val Leu 

Thr 145 150 155 160 Asp Glu Leu Lys 

His Gly Met Thr Leu Thr Ser Met Tyr Gin Asn Ser 165 

170 175 Asn He Gin He His His Tyr Pro Asn Gly He Val Thr Val Asn 

Cys 180 185 190 Ala Arg Leu Leu Lys Ala 
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Asp His His Ala Thr Asn Gly Val Val His 195 200 

205 Leu He Asp Lys Val He Ser Thr He Thr Asn Asn He Gin Gin He 210 

215 220 He Glu He Glu Asp Thr Phe Glu Thr Leu Arg Ala Ala Val Ala 

Ala 225 230 235 240 Ser Gly Leu Asn 

Thr Met Leu Glu Gly Asn Gly Gin Tyr Thr Leu Leu 245 

250 255 Ala Pro Thr Asn Glu Ala Phe Glu Lys He Pro Ser Glu Thr Leu 

Asn 260 265 270 Arg He Leu Gly Asp Pro 

Glu Ala Leu Arg Asp Leu Leu Asn Asn His 275 280 

285 He Leu Lys Ser Ala Met Cys Ala Glu Ala He Val Ala Gly Leu Ser 290 

295 300 Val Glu Thr Leu Glu Gly Thr Thr Leu Glu Val Gly Cys Ser Gly 

Asp 305 310 315 320 Met Leu Thr He 

Asn Gly Lys Ala He He Ser Asn Lys Asp He Leu 325 

330 335 Ala Thr Asn Gly Val He His Tyr He Asp Glu Leu Leu He Pro 

Asp 340 345 350 Ser Ala Lys Thr Leu Phe 

Glu Leu Ala Ala Glu Ser Asp Val Ser Thr 355 360 

365 Ala He Asp Leu Phe Arg Gin Ala Gly Leu Gly Asn His Leu Ser Gly 370 

3 75 380 Ser Glu Arg Leu Thr Leu Leu Ala Pro Leu Asn Ser Val Phe Lys 

Asp 385 390 395 400 Gly Thr Pro Pro 

He Asp Ala His Thr Arg Asn Leu Leu Arg Asn His 405 

410 415 He He Lys Asp Gin Leu Ala Ser Lys Tyr Leu Tyr His Gly Gin 

^ 420 425 430 Leu Glu Thr Leu Gly Gly 

73-65 




0021488 *3 W- 2002/11/12 



Lys Lys Leu Arg Val Phe Val Tyr Arg Asn 435 440 

445 Ser Leu Cys lie Glu Asn Ser Cys He Ala Ala His Asp Lys Arg Gly 450 
455 460 Arg Tyr Gly Thr Leu Phe Thr Met Asp Arg Val Leu Thr Pro Pro 

Met 465 470 ' 475 480 Gly Thr Val Met 

Asp Val Leu Lys Gly Asp Asn Arg Phe Ser Met Leu 485 
490 495 Val Ala Ala lie Gin Ser Ala Gly Leu Thr Glu Thr Leu Asn Arg 

Glu 500 505 510 Gly Val Tyr Thr Val Phe 

Ala Pro Thr Asn Glu Ala Phe Arg Ala Leu 515 520 

525 Pro Pro Arg Glu Arg Ser Arg Leu Leu Gly Asp Ala Lys Glu Leu Ala 530 
535 540 Asn He Leu Lys Tyr His He Gly Asp Glu He Leu Val Ser Gly 

Gly 545 550 555 560 He Gly Ala Leu 

Val Arg Leu Lys Ser Leu Gin Gly Asp Lys Leu Glu 565 
570 575 Val Ser Leu Lys Asn Asn Val Val Ser Val Asn Lys Glu Pro Val 

Ala 580 585 590 Glu Pro Asp He Met Ala 

Thr Asn Gly Val Val His Val He Thr Asn 595 600 

605 Val <210> 6 <211> 391 <212> DNA <213> Artificial Sequence <220> < 
223> £ig-h3 D-IV <400> 6 gtttgggacc ctgtt caeca tggaceggat gttgacaccc 
ccaatgggga cagttatgga 60 tgtcctgaag ggagacaatc gttttagcat gctggtggcc 

gccatccagt ctgeaggact 120 catggagatc ctcaaccggg aaggggtcta cactgttttt 

gctcccacca atgaagcgtt 180 ccaagccatg cctccagaag aactgaacaa actcttggca 

aatgecaagg aacttaccaa 240 catcctgaag taccacattg gtgatgaaat cctggttagc 
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ggaggcatcg gggccctggt 300 gcggctgaag tctctccaag gggacaaact ggaagtcagc 

tcgaaaaaca atgtagtgag 360 tgtcaataag gagcctgttg ccgaaaccga c 

391 <210> 7 <211> 140 <212> PRT <213> Artificial Sequence <220> <223> 

£ig-h3 D-IV(IX) amino acid sequence <400> 7 Leu Thr Pro Pro Met Gly Thr Val Met 

Asp Val Leu Lys Gly Asp Asn 1 5 10 

15 Arg Phe Ser Met Leu Val Ala Ala He Gin Ser Ala Gly Leu Thr Glu 20 

25 30 Thr Leu Asn Arg Glu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn 

Glu 35 40 45 Ala Phe Arg Ala Leu Pro Pro 

Arg Glu Arg Ser Arg Leu Leu Gly Asp 50 55 60 

Ala Lys Glu Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu He 65 

70 75 80 Leu Val Ser Gly Gly He Gly Ala Leu Val 

Arg Leu Lys Ser Leu Gin 85 90 95 

Gly Asp Lys Leu Glu Val Ser Leu Lys Asn Asn Val Val Ser Val Asn 100 
105 110 Lys Glu Pro Val Ala Glu Pro Asp He Met Ala Thr Asn Gly Val 

Val 115 120 125 His Val lie Thr Asn Val Leu 

Gin Pro Pro Ala Asn 130 135 140 <210> 8 <211> 

280 <212> PRT <213> Artificial Sequence <220> <223> 0 ig-h3 D-IV(2X) 
amino acid sequence <400> 8 Leu Thr Pro Pro Met Gly Thr Val Met Asp Val Leu Lys 
Gly Asp Asn 1 5 10 15 Arg Phe Ser 

Met Leu Val Ala Ala He Gin Ser Ala Gly Leu Thr Glu 20 
25 30 Thr Leu Asn Arg Glu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn 
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35 40 45 Ala Phe Arg Ala Leu Pro Pro 

Arg Glu Arg Ser Arg Leu Leu Gly Asp 50 55 

Ala Lys Glu Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu He 65 

?0 75 80 Leu Val Ser Gly Gly He Gly Ala Leu Val 

Arg Leu Lys Ser Leu Gin 85 90 

Gly Asp Lys Leu Glu Val Ser Leu Lys Asn Asn Val Val Ser Val Asn 100 

105 no Lys Glu Pro Val Ala Glu Pro Asp He Met Ala Thr Asn Gly Val 

Val 115 120 125 His Val He Thr Asn Val Leu 

Gin Pro Pro Ala Asn Leu Thr Pro Pro 130 135 I 40 

Met Gly Thr Val Met Asp Val Leu Lys Gly Asp Asn Arg Phe Ser Met 145 

150 155 160 Leu Val Ala Ala He Gin Ser Ala Gly Leu 

Thr Glu Thr Leu Asn Arg 165 I 70 175 

Gh 

185 190 Leu Pro Pro Arg Glu Arg Ser Arg Leu Leu Gly Asp Ala Lys Glu 



lu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn Glu Ala Phe Arg Ala 180 



Leu 195 200 205 Ala Asn He Leu Lys Tyr His 

He Gly Asp Glu He Leu Val Ser Gly 210 215 220 

Gly He Gly Ala Leu Val Arg Leu Lys Ser Leu Gin Gly Asp Lys Leu 225 
230 235 240 Glu Val Ser Leu Lys Asn Asn Val Val Ser 

Val Asn Lys Glu Pro Val 245 250 255 

Ala Glu Pro Asp He Met Ala Thr Asn Gly Val Val His Val He Thr 260 
265 270 Asn Val Leu Gin Pro Pro Ala Asn 275 
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280 <210> 9 <211> 420 <212> PRT <213> Artificial Sequence <220> <223> 

$ ig-h3 D-IVC3X) amino acid sequence <400> 9 Leu Thr Pro Pro Met Gly Thr Val Met 

Asp Val Leu Lys Gly Asp Asn 1 5 ' 10 

15 Arg Phe Ser Met Leu Val Ala Ala He Gin Ser Ala Gly Leu Thr Glu 20 

25 30 Thr Leu Asn Arg Glu Gly Val Tyr Thr, Val Phe Ala Pro Thr Asn 

Glu 35 40 45 Ala Phe Arg Ala Leu Pro Pro 

Arg Glu Arg Ser Arg Leu Leu Gly Asp 50 55 60 

Ala Lys Glu Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu He 65 

70 75 80 Leu Val Ser Gly Gly He Gly Ala Leu Val 

Arg Leu Lys Ser Leu Gin 85 90 95 

Gly Asp Lys Leu Glu Val Ser Leu Lys Asn Asn Val Val Ser Val Asn . 100 
105 .110 Lys Glu Pro Val Ala Glu Pro Asp He Met Ala Thr Asn Gly Val 

Val 115 120 125 His Val He Thr Asn Val Leu 

Gin Pro Pro Ala Asn Leu Thr Pro Pro 130 135 140 

Met Gly Thr Val Met Asp Val Leu Lys Gly Asp Asn Arg Phe Ser Met 145 
150 155 160 Leu Val Ala Ala He Gin Ser Ala Gly Leu 

Thr Glu Thr Leu Asn Arg 165 170 175 

Glu Gly Val Tyr Thr Val Phe Ala Pro Thr Asn Glu Ala Phe Arg Ala 180 
185 190 Leu Pro Pro Arg Glu Arg Ser Arg Leu Leu Gly Asp Ala Lys Glu 

Leu 195 200 205 Ala Asn lie Leu Lys Tyr His 

He Gly Asp Glu He Leu Val Ser Gly 210 215 220 
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Gly He Gly Ala Leu Val Arg Leu Lys Ser Leu Gin Gly Asp Lys Leu 225 
23Q 235 240 Glu Val Ser Leu Lys Asn Asn Val Val Ser 

Val Asn Lys Glu Pro Val 245 250 255 

Ala Glu Pro Asp He Met Ala Thr Asn Gly Val Val His Val He Thr 260 
265 270 Asn Val Leu Gin Pro Pro Ala Asn Leu Thr Pro Pro Met Gly Thr 

j 275 280 285 Met Asp Val Leu Lys Gly Asp 

Asn Arg Phe Ser Met Leu Val Ala Ala 290 295 300 

He Gin Ser Ala Gly Leu Thr Glu Thr Leu Asn Arg Glu Gly Val Tyr 305 

315 320 Thr Val Phe Ala Pro Thr Asn Glu Ala Phe 

Arg Ala Leu Pro Pro Arg 325 330 

Glu Arg Ser Arg Leu Leu Gly Asp Ala Lys Glu Leu Ala Asn He Leu 340 

345 350 Lys Tyr His lie Gly Asp Glu He Leu Val Ser Gly Gly He Gly 

355 360 365 Leu Val Arg Leu Lys Ser Leu 

Gin Gly Asp Lys Leu Glu Val Ser Leu 370 375 
Lys Asn Asn Val Val Ser Val Asn Lys Glu Pro Val Ala Glu Pro Asp 385 
390 395 400 He Met Ala Thr Asn Gly Val Val His Val 

He Thr Asn Val Leu Gin 405 410 415 

Pro Pro Ala Asn 420 <210> 10 <2U> 560 <212> PRT <213> 

Artificial Sequence <220> <223> 0 ig-h3 D-IV(4X) amino acid sequence <400> 
Leu Thr Pro Pro Met Gly Thr Val Met Asp Val Leu Lys Gly Asp Asn 1 5 
10 15 Arg Phe Ser Met Leu Val Ala Ala lie Gin Ser Ala Gly Leu Thr 
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Glu go 25 30 Thr Leu Asn Arg Glu Gly 

Val Tyr Thr Val Phe Ala Pro Thr Asn Glu 35 40 

45 Ala Phe Arg Ala Leu Pro Pro Arg Glu Arg Ser Arg Leu Leu Gly Asp 50 
55 60 Ala Lys Glu Leu Ala Asn He Leu Lys Tyr His He Gly Asp Glu 

Ile eg 70 75 80 Leu Val Ser Gly 

Gly He Gly Ala Leu Val Arg Leu Lys Ser Leu Gin 85 

90 95 Gly Asp Lys Leu Glu Val Ser Leu Lys Asn Asn Val Val Ser Val 

Asn ioo 105 HO Lys Glu Pro Val Ala Glu 

Pro Asp Ile Met Ala Thr Asn Gly Val Val H5 12° 

125 His Val Ile Thr Asn Val Leu Gin Pro Pro Ala Asn Leu Thr Pro Pro 130 

135 140 Met Gly Thr Val Met Asp Val Leu Lys Gly Asp Asn Arg Phe Ser 

Met 145 150 155 160 Leu Val Ala Ala 

Ile Gin Ser Ala Gly Leu Thr Glu Thr Leu Asn Arg 165 

170 175 Glu Gly Val Tyr Thr. Val Phe Ala Pro Thr Asn Glu Ala Phe Arg 

Ala iso 185 190 Leu Pro Pro Arg Glu Arg 

Ser Arg Leu Leu Gly Asp Ala Lys Glu Leu 195 200 

205 Ala Asn Ile Leu Lys Tyr His Ile Gly Asp Glu Ile Leu Val Ser Gly 210 

215 220 Gly He Gly Ala Leu Val Arg Leu Lys Ser Leu Gin Gly Asp Lys 

Leu 225 230 235 240 Glu Val Ser Leu 

Lys Asn Asn Val Val Ser Val Asn Lys Glu Pro Val 245 

250 255 Ala Glu Pro Asp Ile Met Ala Thr Asn Gly Val Val His Val He 
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Thr 260 265 270 Asn Val Leu Gin Pro Pro 

Ala Asn Leu Thr Pro Pro Met Gly Thr Val 275 280 

285 Met Asp Val Leu Lys Gly Asp Asn Arg Phe Ser Met Leu Val Ala Ala 290 
295 300 He Gin Ser Ala Gly Leu Thr Glu Thr Leu Asn Arg Glu Gly Val 

Qin 315 320 Thr Val Phe Ala 

Tyr 305 310 

Pro Thr Asn Glu Ala Phe Arg Ala Leu Pro Pro Arg 325 

330 335 Glu Arg Ser Arg Leu Leu Gly Asp Ala Lys Glu Leu Ala Asn He 

Leu 340 345 350 Lys Tyr His He Gly Asp 

Glu He Leu Val Ser Gly Gly He Gly Ala 355 360 

365 Leu Val Arg Leu Lys Ser Leu Gin Gly Asp Lys Leu Glu Val Ser Leu 370 

375 380 Lys Asn Asn Val Val Ser Val Asn Lys Glu Pro Val Ala Glu Pro 

oqa 395 400 He Met Ala Thr 
Asp 385 390 

Asn Gly Val Val His Val He Thr Asn Val Leu Gin 405 

410 415 Pro Pro Ala Asn Leu Thr Pro Pro Met Gly Thr Val Met Asp Val 

Leu 42Q 425 430 Lys Gly Asp Asn Arg Phe 

Ser Met Leu Val Ala Ala He Gin Ser Ala 435 440 

445 Gly Leu Thr Glu Thr Leu Asn Arg Glu Gly Val Tyr Thr Val Phe Ala 450 

455 460 Pro Thr Asn Glu Ala Phe Arg Ala Leu Pro Pro Arg Glu Arg Ser 

A r, n 475 480 Leu Leu Gly Asp 

Arg 465 470 4/0 

Ala Lys Glu Leu Ala Asn He Leu Lys Tyr His He 485 

4 90 495 Gly Asp Glu He Leu Val Ser Gly Gly He Gly Ala Leu Val Arg 
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Leu 500 505 510 Lys Ser Leu Gin Gly Asp 

Lys Leu Glu Val Ser Leu Lys Asn Asn Val 515 520 

525 Val Ser Val Asn Lys Glu Pro Val Ala Glu Pro Asp He Met Ala Thr 530 
535 540 Asn Gly Val Val His Val He Thr Asn Val Leu Gin Pro Pro Ala 

Asn 545 550 555 • 560 
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